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To study the mechanisms behind short, and long TTP, we performed in-depth analysis 106 of a subset of 13 isolates from IE patients with the shortest, and the longest quartiles of TTP. 107 Firstly, we estimated the crude doubling time: each strain was adjusted to an OD600nm = 0.5, 108 and 100 µL of a 1/100 dilution in BHI was inoculated in triplicate into 96-wells plates that Results 155 Patient characteristics 156 Of the 2,008 patients enrolled in the VIRSTA cohort, data on TTP was prospectively Factors associated with short TTP ( Figure 1A ) 167 The median TTP was 13.7 (IQR, 9.9-18) hours, with no significant difference in TTP 168 distribution between the two automated blood culture systems. In univariate analyses, factors 169 associated with short TTP (<13.7 h) were renal failure, immunodepression, McCabe score of 170 4, central venous catheter, IE, stroke, emboli, and MSSA (web-only, Supplementary Table 2 ). 171 The median TTP was 13 (IQR, 9.5-18) hours for MSSA, and 15 (IQR, 10.6-18) hours for 172 MRSA (P=0.14).
174
Association between TTP and IE ( Figure 1B ) 175 The relationship between TTP and IE was not linear, with a U-shape curve (Figure 2) . 176 Hence, we used fractional polynomials to describe the relationship between TTP, and IE. In TTP were not different ( Figure 3A ). The two groups of isolates (short, and long TTP during 196 the clinical study), had similar TTP in blood culture bottles inoculated with standardized 197 inocula (P=0.9433, Figure 3B ). All strains tested were methicillin susceptible, and no specific 198 clonal complex was associated with either short or long TTP ( Supplementary Table 2 ). were similar to those previously described: age, McCabe score, MRSA, pneumonia or C 213 reactive protein (28,29). Of note, the automated blood culture systems in use during the study 214 period, BACTEC®, and BacT/Alert®, are by far the most commonly used worldwide, and 215 TTP distribution (median, 13.7 hours; IQR, 9.9-18) is in line with previous studies of TTP in 216 SAB (15,16). This suggests that our findings may apply to most settings where automated 217 blood culture systems are in use.
218
The relationship between TTP and IE is poorly documented. In a cohort of 312 
M A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT

Treatment data
Antibiotics before first blood culture (n=577) 17 (5.9) 21 (7.3) 0.48
Morphological parameters
Vegetations (n=393) 18 (9.1) 13 (6.7) 0.37
Categorical variables are presented as numbers (%). Non-normally distributed quantitative variables 341 are reported as median (quartile 1 -quartile 3). Normally distributed quantitative variables are 342 presented as mean ± standard deviation. CRP, C Reactive Protein. 
